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Platelet hyperactivity may be involved in the pathogenesis of both thrombogenesis and hypercholesterolemia. The cholesterol-
enriched states may contribute to accelerated development of atherosclerosis. The effect of high cholesterol on platelet activation
and on inhibition by coagulation factor Xa, was studied in vitro. Incubation of normal platelets (n = 20) with cholesterol-rich
dispersion resulted in a small increase of platelet aggregation (PA) and thromboxane A2 (TXA2) synthesis when compared with
platelets incubated with cholesterol-normal dispersion. In hypercholesterolemic patients (n = 20), ADP-induced PA and TXA2

synthesis showed only small increases over normal controls. Addition of factor Xa (1 unit/mL) prevented the ADP-induced PA and
markedly inhibited TXA2 synthesis in normal platelets (1.3± 0.2 and 8.7± 2.0 pmol TXA2/108 platelets, with and without factor
Xa, resp.). However, factor Xa failed to significantly suppress TXA2 synthesis in cholesterol-incubated normal platelets (9.5 ± 1.4
and 11.8 ± 1.3 pmol TXA2/108 platelets, with and without factor Xa; resp., P = NS) as well as in platelets from patients with
hypercholesterolemia (8.6± 4.0 and 10.9± 4.9 pmol TXA2/108 platelets, with and without factor Xa; resp., P = NS). Exposure of
platelets to high cholesterol concentrations, in vitro and in vivo, marginally increased PA and TXA2 synthesis but resulted in loss
of responsiveness to factor Xa, which could significantly contribute to platelet activation in hypercholesterolemic states.

1. Introduction

Activation of platelets at the site of coronary artery plaque
disruption is the cause of the acute coronary syndromes.
Through recurrent thrombosis and the release of chemo-
tactic and growth factors, platelets contribute to chronic
arterial narrowing [1]. Numerous studies have demonstrated
an inverse relationship between the risk of coronary artery
disease and cholesterol in plasma [1, 2]. Platelets are involved
in both the initiation and progression of atherosclerotic
lesions [3, 4]. During atherosclerosis, heightened oxidative
stress in the artery wall gives rise to oxidized forms of low-
density lipoproteins (LDL) that provoke an inflammatory
response [4–6]. The enhancement of platelet aggregation
by LDL may contribute to the accelerated development of
atherosclerosis [7]. In individuals with elevated lipid levels,

increased platelet reactivity is a highly prevalent finding
[8, 9]. In vivo studies have provided evidence that platelets
serve as a rich source of cholesterol that can be accumulated
by macrophages and smooth muscle cells and stored as
lipid droplets [10]. Furthermore, platelets enhance the rate
of cholesterol ester formation and total cholesteryl ester
accumulation in cultured peripheral mononuclear-derived
macrophages. Thus, the suppression of platelet activity is
essential for anti-artherogenesis [11].

Activated blood coagulation factor X, the key protease in
the prothrombinase complex (which converts prothrombin
to thrombin), has been reported to inhibit aggregation of
platelets induced by ADP, thrombin, and epinephrine [12,
13]. Factor Xa (FXa) is a key enzyme that is positioned at
the convergence of the intrinsic and extrinsic pathways in the
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blood coagulation cascade, and inactivation by a specific FXa
inhibitor effectively prevents the generation of thrombin.

Hypercholesterolemia, a long recognized cause of athe-
rosclerosis [14, 15], has been reported, by several investiga-
tors, to be associated with platelet hyperaggregability [16, 17]
and, experimentally, with microvascular obstruction and
enhanced platelet deposition after arterial injury [18, 19].
Other workers have not confirmed these findings [8, 9].
Resistance of platelets to prostaglandins E1 and I2 has been
proposed as an alternative mechanism of increased platelet
activity in hypercholesterolemia [20, 21].

To further characterize the antiplatelet action of coagula-
tion factor Xa and to assess the relative effect of cholesterol on
platelet hyperactivity and inhibitor resistance, we studied the
behavior of normal platelets, cholesterol-enriched platelets,
and platelets from patients with hypercholesterolemia in
relation to common agonists and the inhibitory coagulation
factor Xa.

2. Materials and Methods

2.1. Patient Selection. The subjects included normal vol-
unteers (n = 20), and patients (n = 20) with hyper-
cholesterolemia (hyperlipoproteinemia IIa) who had not
been treated with hypolipidemic agents during the last 12
months before the study. The patients were age matched
with controls ranging in age from 38–65 years. None of the
participants had taken aspirin or other platelet-active med-
ications for at least 14 days prior to the study. The protocol
was approved by the Institutional Review Board for Clinical
Research at the BVA Medical Center.

2.2. Collection of Blood and Preparation of Platelet-Rich
Plasma. After obtaining informed consent, blood was col-
lected from an antecubital vein through a 19-gauge needle
into a plastic tube and anticoagulated with 3.8% sodium
citrate (nine volumes of blood into one volume of sodium
citrate). Platelet-rich plasma was obtained by centrifuging
citrated blood at 200×g for 15 min. at 23◦C [22]. Platelet-
rich plasma was prepared from blood samples of normal
volunteers and from patients with hypercholesterolemia
(hyperlipoproteinemia IIa) who had not been treated with
hypolipidemic agents.

2.3. Chemicals. Cholesterol and L-α-dipalmitoyl phos-
phatidylcholine were purchased from Sigma Chemical Com-
pany, St. Louis, Mo, USA Radioimmunoassay of TXB2 was
determined by using a commercially available kit (New
England Nuclear, Boston, Mass, USA). All other chemicals
were obtained commercially (Sigma, St. Louise, Mo, USA).
All chemicals were of analytical grade.

2.4. Incubation of Platelets with Cholesterol Dispersion. Cho-
lesterol-normal and cholesterol-rich phospholipid disper-
sions were prepared as described [23]. In brief, cholesterol
and L-α-dipalmitoyl phosphatidylcholine (both from Sigma
Chemical Company, St. Louis, Mo, USA) were sonicated for
one hour in a modified Tyrode’s solution (8 gm NaCl, 1 gm
NaHCO3, 200 mg KCI, 50 mg NaH2PO4, 1.41 g MgCl2 in 1

liter of deionized water). A 70-watt sonifier with standard tip
was used (Branson Instruments Co., Stamford, Conn, USA).
To prevent overheating during sonication, the cholesterol
phospholipid mixture was placed in fluted metal containers
and kept in icy slurry during sonication. Prior to their use,
all dispersions prepared by sonication were centrifuged at
21,000×g for 30 minutes at 0◦C (Beckman Ultracentrifuge,
model L 350). After adjusting the platelet count to 2 ×
108/mL, platelet-rich plasma (5 mL) was incubated for 5
hours at 37◦C with equal volumes of, either, cholesterol-
normal dispersion (cholesterol : phospholipid molar ratio =
1 : 1), cholesterol-rich dispersion (cholesterol : phospholipid
molar ratio = 2.2 : 1), or Tyrode’s solution as described [23].

2.5. Platelet Aggregation Studies. Platelet aggregation studies
were performed at 37◦C in a dual-channel aggregometer.
Aggregating agents used were adenosine diphosphate (ADP),
L-epinephrine, and collagen. Concentrations of the aggregat-
ing agents required for maximum platelet aggregation were
determined for all platelet-rich plasma samples. For each
normal donor, the same concentrations of agonists were
used in aggregation and thromboxane A2 studies of platelets
incubated in Tyrode’s solution, cholesterol-normal, and
cholesterol-enriched dispersion. Platelets from patients with
hypercholesterolemia were studied with concentration of
ADP yielding maximum aggregation in all preparations. To
determine the effect of factor Xa, the platelet-rich plasma
samples were incubated at 37◦C for 30 seconds with the
coagulation factor Xa, 1 unit/mL (Sigma Chemical Products,
St. Louis, Mo, USA), or an equivalent volume of Tyrode’s
solution, followed by addition of the aggregating agent [22].
At the beginning of each aggregation study, the strip recorder
was adjusted to zero with platelet-poor plasma of the
individual studied. Tracings were recorded on a strip chart
recorder (Chrono-log Corporation, Broomall, Pa, USA).

2.6. Thromboxane A2 Radioimmunoassay. Thromboxane A2

(TXA2) is unstable and readily hydrolyzed to TXB2. There-
fore, TXA2 was determined by radioimmunoassay of TXB2,
using a commercially available kit (New England Nuclear,
Boston, Mass, USA). After platelet aggregation with ADP,
the plasma fraction was collected in 1.0 mM EDTA in plastic
tubes and centrifuged for 5 minutes at 8,000×g in an Eppen-
dorf microfuge [22]. The supernatants were collected and
stored at −40◦C until determination of TXB2.

2.7. Adenylate Cyclase Assay. To determine whether adeny-
late cyclase played a role in platelet inhibition by factor
Xa, adenylate cyclase activity of platelet membranes was
determined as previously described [22]. In brief, 1.0 mM
ATP containing [α-32P]ATP (1.2× 106 DPM), 2 mM MgCl2,
12 mM theophylline, 1 mM creatine phosphate, 1 unit of
creatine phosphokinase, and 25 mM Tris-HCl buffer, pH,
7.5 with varying amounts of PGE1 was incubated in a total
volume of 100 μL. After incubating platelets with factor Xa,
1 unit/mL, or Tyrode’s solution for control, reactions were
initiated by the addition of 20 μL of platelet membrane
suspension containing approximately 150 μg protein and
incubated at 23◦C for 10 min. Reactions were terminated
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by the addition of 0.1 m1 of 2% sodium dodecyl sulfate.
Radioactive cyclic AMP was separated as described [22].
Unlabeled cyclic AMP (1.0 mM) was added to the reaction
mixture at termination to facilitate the recovery of the
radionucleotide.

2.8. Statistical Calculations. One-way analysis of variance
(ANOVA) was used to test for overall differences between
responses of platelet preparations to agonists and the
inhibitor (factor Xa). Subsequently, the Student-Newman-
Keuls test was used for comparisons between individual
groups. Platelet preparations compared were those of normal
donors incubated with Tyrode’s solution, cholesterol-normal
and cholesterol-enriched dispersion, and platelets from
patients with type IIa hyperlipidemia. Results are expressed
as means ± SD.

3. Results

3.1. Effect of Cholesterol Enrichment of Platelets on Factor Xa-
Induced Inhibition of Platelet Aggregation. Incubation of nor-
mal platelets in cholesterol-rich dispersion resulted not only
in enhanced platelet aggregation by ADP, but cholesterol-
enriched platelets also became resistant to the inhibitory
effect of factor Xa when compared to the same platelets
incubated in cholesterol-normal dispersion (Figure 1). Sim-
ilar results were obtained when ADP was substituted by L-
epinephrine as aggregating agent. However, in the case of
collagen, where factor Xa did not inhibit the aggregation
of cholesterol-enriched platelets, the protease only modestly
inhibited the aggregation of cholesterol-normal platelets
compared to ADP and L-epinephrine. No enhanced platelet
aggregation was noted in cholesterol-enriched platelets using
collagen as aggregating agent (Figure 1). A representative
example of the effect of coagulation factor Xa on platelets
incubated in cholesterol-normal and cholesterol-rich dis-
persions is displayed in Figure 2. Aggregation of platelets
incubated with Tyrode’s buffer alone was similar to that of
cholesterol-normal platelets (not shown).

3.2. Effect of Cholesterol Enrichment of Platelets on Factor Xa-
Induced Inhibition of TXA2 Synthesis. Incubation of normal
platelets with Tyrode’s buffer or cholesterol-normal or chol-
esterol-enriched dispersion, had an only marginal, sta-
tistically insignificant effect on TXA2 synthesis (Table 1).
Addition of factor Xa markedly inhibited thromboxane syn-
thesis, both in platelets incubated with cholesterol-normal
dispersion and with Tyrode’s buffer. In contrast, in platelets
from the same donors, the coagulation factor failed to inhibit
the synthesis of TXA2 after the PRP had been incubated in
cholesterol-enriched dispersion (Table 1).

3.3. Effect of Factor Xa on Platelet Aggregation and TXA2

Synthesis in Hypercholesterolemia. To determine whether
exposure of platelets to a high cholesterol environment
in vivo results in loss of responsiveness to factor Xa similar
to that following platelet cholesterol enrichment in vitro, we
studied platelets from patients with hypercholesterolemia.
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Figure 1: Effect of coagulation factor Xa on aggregation of normal
and cholesterol-enriched platelets. Platelets from identical normal
donors were studied after platelets were incubated in cholesterol-
normal (left) and cholesterol-rich (right) phospholipid dispersion
(n = 20) (details in METHODS). The effect of a 30 sec exposure of
platelets to Tyrode’s buffer with (dark grey) and without (light grey)
factor Xa (1 unit/mL) on aggregation by ADP (a), epinephrine (b),
and collagen (c). ∗P < 0.05, NS nonsignificant, PRP platelet-rich
plasma.

Table 1: Effect of factor Xa on ADP-induced thromboxane A2

synthesis in normal and in vitro cholesterol-enriched platelets.

PRP in Addition
TXA2

(pmol/108

platelets)

Tyrode’s buffer
(n = 12)

Tyrode’s buffer 8.7± 2.0
P < 0.05

Factor Xa 1.3± 0.2

Cholesterol-normal
dispersion (n = 12)

Tyrode’s buffer 9.9± 1.4
P < 0.05

Factor Xa 2.0± 0.3

Cholesterol-rich
dispersion (n = 12)

Tyrode’s buffer 11.8± 1.3∗
P = NS

Factor Xa 9.5± 1.4
∗NS compared to PRP in Tyrode’s and cholesterol-normal dispersion.
NS: nonsignificant.

The plasma cholesterol profile of these patients is shown
in Table 2. As shown in Table 3, platelets from hypercholes-
terolemic subjects, similar to in vitro cholesterol-enriched
platelets, exhibited an only small but statistically significant
increase in aggregation compared to normal controls (83 ±
8% compared to 62 ± 13%, P < 0.05). Addition of
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Figure 2: Inhibition of ADP-induced platelet aggregation by factor Xa. Aggregation of platelets from the same patient was studied after
incubation in cholesterol-normal (a) and cholesterol-enriched (b) phospholipid dispersion as described in the Material and Methods section.
Factor Xa concentration was 1 unit/mL.

Table 2: Total, low-density (LDL), and high-density (HDL) plasma
cholesterol concentration in normal volunteers and hypercholes-
terolemic subjects.

Normal controls
(n = 12)

Hypercholesterolemic
subjects (n = 12)

Total cholesterol
(mg/dL)

187.5± 42.5 301.8± 31.3∗

LDL cholesterol
(mg/dL)

106.0± 32.1 192.3± 30.4∗

HDL cholesterol
(mg/dL)

50.1± 11.5 69.5± 24.3+

∗P < 0.001 compared to normal controls.
+P = nonsignificant compared to normal controls.

Table 3: Inhibition of ADP-induced platelet aggregation by factor
Xa in normal volunteers and hypercholesterolemic patients.

Platelet-rich plasma Addition
Platelet

aggregation %

Normal controls
(n = 12)

ADP + Tyrode’s
buffer

62± 13
P < 0.05

ADP + factor Xa 21± 20∗

Hypercholesterolemic
subject (n = 19)

ADP + Tyrode’s
buffer

83± 8
P = NS

ADP + factor Xa 74± 15
∗

reversible aggregation only.
NS: nonsignificant.

factor Xa to platelet-rich plasma from patients with hyper-
cholesterolemia reduced ADP-stimulated aggregation only
marginally (from 83± 8% to 74± 15%, P = nonsignificant).
In contrast, secondary aggregation of platelets from normal
donors was completely suppressed by the presence of factor
Xa. Primary (reversible) platelet aggregation (with 21 ±
20% increase in light transmission) was not affected by the
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Figure 3: Resistance of platelets from patients with hypercholes-
terolemia to factor Xa. The ADP-induced synthesis of TXA2 in
platelets from normal volunteers (n = 20) and patients with hyper-
cholesterolemia (n = 20) was determined. Platelet-rich plasma
was studied after incubation in Tyrode’s buffer with factor Xa,
1 unit/mL, (dark grey) and without (light grey). NS nonsignificant.

coagulation factor (Table 3). As in the case of cholesterol-
enriched platelets, where factor Xa failed to inhibit TXA2

synthesis, platelets from patients with hypercholesterolemia
were resistant to the inhibitory effect of factor Xa when
compared to normal controls (Figure 3).

3.4. Effect of Factor Xa on Platelet Adenylate Cyclase Activity.
Incubation of platelets with factor Xa (1 unit/mL) did not
result in the activation of adenylate cyclase compared with
the platelets incubated with Tyrode’s buffer. The basal adeny-
late cyclase activity of control membrane, which was 21 ±
5 pmol/mg protein/10 min, cyclic AMP formed remained
essentially unchanged after these cells were treated with
factor Xa (25 ± 8 pmol/mg protein/10 min, n = 12, P =
NS).
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4. Discussion

The results presented herein demonstrate that in vitro
cholesterol-enriched platelets and platelets from patients
with hypercholesterolemia were resistant to the inhibitory
effects of factor Xa, a potent endogenous platelet antagonist
[12, 13]. While in vitro cholesterol enrichment of platelets
induced only a modest increase in TXA2 synthesis compared
to normal platelets, the factor Xa-induced inhibition of TXA2

synthesis decreased from 85% inhibition in normal donor
platelets to 20% inhibition in cholesterol-rich platelets, a
fourfold reduction in the inhibitory effect of the protease. A
similar loss of responsiveness toward factor Xa occurred in
platelet-rich plasma from patients with hypercholesterolemia
(Table 3 and Figure 3). Furthermore, the effect of factor Xa
on ex vivo platelet aggregation paralleled the inhibition of
thromboxane synthesis. The effect of factor Xa on platelets,
which on a mole per mole basis compares well with PGI2

[12], was specific and independent of changes in adenylate
cyclase activity as shown by failure of the coagulation factor
Xa to increase platelet membrane activity of adenylate cyclase
in all platelet preparations. These findings are in agreement
with our previous finding of unchanged cyclic AMP levels in
platelets exposed to factor Xa [12, 13].

High plasma cholesterol levels have long been linked to
abnormal platelet reactivity. Incubation of normal PRP with
a cholesterol-enriched phospholipid dispersion (molar ratio
2 : 1) increases platelet membrane cholesterol by 55% and has
been reported to enhance platelet aggregation and throm-
boxane synthesis by epinephrine, ADP, thrombin, and the
calcium ionophore A 23187 [23–25]. In contrast, the platelet
cholesterol/phospholipid ratio, which remains unchanged
after incubation in “cholesterol-normal” phospholipid dis-
persion (molar ratio 1 : 1), does not appear to significantly
affect platelet activity [23]. It has been suggested that an
apparent increase of platelet hyperactivity in cholesterol-
enriched environments may be caused by a decrease in
the fluidity of the membrane phospholipid bilayer [26] or
enhanced thromboxane synthesis [24, 25]. In addition,
native and oxidatively modified low-density lipoproteins
bind to platelet membranes where they can function as
direct platelet agonists [27–30]. Our results demonstrate
that both in vitro cholesterol-enriched platelets and platelets
from patients with hypercholesterolemia were significantly
more sensitive to aggregation when compared to normal
control platelets. TXA2 synthesis, on the other hand, was
not significantly increased in either platelets cholesterol-
enriched in vitro or platelets from patients with hyper-
cholesterolemia. These results raise the possibility of a
thromboxane-independent mechanism as the basis for the
modestly increased platelet aggregation observed in chol-
esterol-enriched environments.

The detection of a state of enhanced platelet activity
in patients with hyperbetalipoproteinemia has remained
elusive. Although the original observations by Carvalho and
Lees on the increased sensitivity of platelets from patients
with hypercholesterolemia to ADP, epinephrine, and colla-
gen are supported by some observations [17, 31], other stud-
ies have not detected a significant increase in ex vivo reactivity

of platelets from patients with hyperbetalipoproteinemia
[20, 21]. Similarly, the increase in aggregation of platelets
from patients with hypercholesterolemia, while statistically
significant compared to normal controls, was only small in
our study.

Our results demonstrate that the cholesterol-enriched
platelets were resistant to the potent antiplatelet effect
of prostaglandins I2 and E1 [32, 33]. In vitro, low den-
sity lipoproteins may impair the antiplatelet properties of
cultured endothelium [34] and, through marked decrease
in (platelet-inhibiting) endothelium-derived relaxing factor,
could potentially decrease the antiplatelet properties of vas-
cular endothelium in vivo as well [35, 36]. In this context, the
failure of coagulation factor X to inhibit platelet activation
in cholesterol-enriched environments may have implications
for platelet activation and thrombogenesis in hypercholes-
terolemia.

In conclusion, exposure of platelets to high-cholesterol
environments in vitro and in vivo induced a proaggregatory
shift towards platelet activation which resulted in a simulta-
neously small increase in platelet aggregability and marked
failure to the endogenous inhibitor factor X (to inhibit
platelet activation) that is essential for thrombin generation.
The role of activated coagulation factor X for the regulation
of platelet activity in vivo and the significance of its failure
as a platelet antagonist in hypercholesterolemic states will be
determined in our ongoing investigations.
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activated platelets triggers an inflammatory reaction of endo-
thelial cells,” Nature, vol. 391, no. 6667, pp. 591–594, 1998.

[6] P. Von Hundelshausen, R. R. Koenen, M. Sack et al., “Hete-
rophilic interactions of platelet factor 4 and RANTES promote
monocyte arrest on endothelium,” Blood, vol. 105, no. 3, pp.
924–930, 2005.

[7] T. Baltus, P. von Hundelshausen, S. F. Mause, W. Buhre, R.
Rossaint, and C. Weber, “Differntial and additive effects of
platelet-derived chemokiunes on monocyte arrest on inflamed
endothelium under flow conditions,” Journal of Leukocyte
Biology, vol. 78, pp. 435–441, 2005.

[8] T. Z. Naqvi, P. K. Shah, P. A. Ivey et al., “Evidence that high-
density lipoprotein cholesterol is an independent predictor
of acute platelet-dependent thrombus formation,” American
Journal of Cardiology, vol. 84, no. 9, pp. 1011–1017, 1999.



6 ISRN Vascular Medicine

[9] P. G. Lerch, M. O. Spycher, and J. E. Doran, “Reconstituted
high density lipoprotein (rHDL) modulates platelet activity in
vitro and ex vivo,” Thrombosis and Haemostasis, vol. 80, no. 2,
pp. 316–320, 1998.

[10] H. S. Kruth, “Platelet-mediated cholesterol accumulation in
cultured aortic smooth muscle cells,” Science, vol. 227, no.
4691, pp. 1243–1245, 1985.

[11] L. K. Curtiss, A. S. Black, Y. Takagi, and E. F. Plow, “New
mechanism for foam cell generation in atherosclerotic le-
sions,” Journal of Clinical Investigation, vol. 80, no. 2, pp. 367–
373, 1987.

[12] A. K. Sinha, A. K. Rao, J. Willis, and R. W. Colman, “Inhi-
bition of thromboxane A2 synthesis in human platelets by
coagulation factor X(a),” Proceedings of the National Academy
of Sciences of the United States of America, vol. 80, no. 19, pp.
6086–6090, 1983.

[13] A. K. Sinha and R. W. Colman, “Cyclic AMP independent
inhibition of platelet aggregation by prostaglandin E1 is
mediated through factor Xa,” Thrombosis Research, vol. 30, no.
6, pp. 553–564, 1983.

[14] W. B. Kannel and P. W. Wilson, “Update on hyperlipidemia in
the elderly: is this a risk factor for heart disease?” American
Journal of Geriatric Cardiology, vol. 5, no. 5, pp. 9–14, 1996.

[15] L. A. Simons, “Interrelations of lipids and lipoproteins with
coronary artery disease mortality in 19 countries,” American
Journal of Cardiology, vol. 57, no. 14, pp. 5G–10G, 1986.

[16] A. C. Carvalho, R. W. Colman, and R. S. Lees, “Platelet func-
tion in hyperlipoproteinemia,” The New England Journal of
Medicine, vol. 290, no. 8, pp. 434–438, 1974.

[17] E. Tremoli, G. Folco, E. Agradi, and C. Galli, “Platelet throm-
boxanes and serum-cholesterol,” Lancet, vol. 1, no. 8107, pp.
107–108, 1979.

[18] P. Golino, P. R. Maroko, and T. E. Carew, “Efficacy of platelet
depletion in counteracting the detrimental effect of acute
hypercholesterolemia on infarct size and the no-reflow phe-
nomenon in rabbits undergoing coronary artery occlusion-
reperfusion,” Circulation, vol. 76, no. 1, pp. 173–180, 1987.

[19] J. J. Badimon, L. Badimon, V. T. Turitto, and V. Fuster,
“Platelet deposition at higher shear rates is enhanced by high
plasma cholesterol levels. In vivo study in the rabbit model,”
Arteriosclerosis and Thrombosis, vol. 11, no. 2, pp. 395–402,
1991.

[20] L. A. Harker and W. Hazzard, “Platelet kinetic studies in
patients with hyperlipoproteinemia: effects of clofibrate ther-
apy,” Circulation, vol. 60, no. 3, pp. 492–496, 1979.

[21] M. L. Zucker, C. Trowbridge, P. Krehbiel et al., “Platelet func-
tion in hypercholesterolemics before and after hypolipidemic
drug therapy,” Haemostasis, vol. 16, no. 1, pp. 57–64, 1986.

[22] N. N. Kahn and A. K. Sinha, “Stimulation of prostaglandin
E1 binding to human blood platelet membrane by insulin
and the activation of adenylate cyclase,” Journal of Biological
Chemistry, vol. 265, no. 9, pp. 4976–4981, 1990.

[23] S. J. Shattil, R. J. Anaya-Galindo, J. Bennett, R. W. Colman, and
R. A. Cooper, “Platelet hypersensitivity induced by cholesterol
incorporation,” The Journal of Clinical Investigation, vol. 55,
pp. 636–643, 1975.

[24] M. J. Stuart, J. M. Gerrard, and J. G. White, “Effect of
cholesterol on production of thromboxane B2 by platelets in
vitro,” The New England Journal of Medicine, vol. 302, no. 1,
pp. 6–10, 1980.

[25] P. Woerner and H. Patscheke, “Hyperreactivity by an enhance-
ment of the arachidonate pathway of platelets treated with
cholesterol-rich phospholipid-dispersions,” Thrombosis Re-
search, vol. 18, no. 3-4, pp. 439–451, 1980.

[26] R. A. Cooper, “Abnormalities of cell membrane fluidity in the
pathogenesis of disease,” The New England Journal of Medicine,
vol. 297, no. 7, pp. 371–377, 1977.

[27] L. K. Curtiss and E. F. Plow, “Interaction of plasma lipopro-
teins with human platelets,” Blood, vol. 64, no. 2, pp. 365–374,
1984.

[28] S. Yia-Herttuala, W. Palinski, M. E. Rosenfeld et al., “Evidence
for the presence of oxidatively modified low density lipopro-
tein in atherosclerotic lesions of rabbit and man,” Journal of
Clinical Investigation, vol. 84, no. 4, pp. 1086–1095, 1989.

[29] M. L. Selley, J. A. McGuiness, and N. G. Ardlie, “The effect
of cholesterol oxidation products on human platelet aggrega-
tion,” Thrombosis Research, vol. 83, no. 6, pp. 449–461, 1996.

[30] T. Kanazawa, H. Kaneko, T. Uemura et al., “Acceleration of
platelet aggregability due to modulation of native LDL,” Cir-
culation Research, vol. 66, no. 4, pp. 1166–1169, 1990.

[31] A. C. A. Carvalho and R. S. Lees, “Platelets, intravascular coag-
ulation and fibrinolysis in hyperlipidaemias: relationship to
thrombo-embolic complications,” Acta Medica Scandinavica,
vol. 642, pp. 101–112, 1980.

[32] A. K. Sinha, S. J. Shattil, and R. W. Colman, “Cyclic AMP
metabolism in cholesterol rich platelets,” Journal of Biological
Chemistry, vol. 252, no. 10, pp. 3310–3314, 1977.

[33] A. Strano, G. Davi, and M. Averna, “Platelet sensitivity to
prostacyclin and thromboxane production in hyperlipidemic
patients,” Thrombosis and Haemostasis, vol. 48, no. 1, pp. 18–
20, 1982.

[34] A. Nordoy, B. Svensson, D. Wiebe, and J. C. Hoak, “Lipopro-
teins and the inhibitory effect of human endothelial cells on
platelet function,” Circulation Research, vol. 43, no. 4, pp. 527–
534, 1978.

[35] H. Shimokawa and P. M. Vanhoutte, “Impaired endothelium-
dependent relaxation to aggregating platelets and related
vasoactive substances in porcine coronary arteries in hyperc-
holesterolemia and atherosclerosis,” Circulation Research, vol.
64, no. 5, pp. 900–914, 1989.

[36] I. Perrotta, E. Brunelli, A. Sciangula et al., “Inducible and
endothelial nitric oxide synthase expression in human athero-
genesis: an immunohistochemical and ultrastructural study,”
Cardiovascular Pathology, vol. 18, no. 6, pp. 361–368, 2009.



Submit your manuscripts at
http://www.hindawi.com

Stem Cells
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

MEDIATORS
INFLAMMATION

of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Behavioural 
Neurology

International Journal of

Endocrinology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Disease Markers

BioMed Research 
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Oncology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Oxidative Medicine and 
Cellular Longevity

PPAR
Re sea rch

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

The Scientific 
World Journal
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2014

Immunology Research
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Journal of

Obesity
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

 Computational and  
Mathematical Methods 
in Medicine

Ophthalmology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Diabetes Research
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Research and Treatment
AIDS

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Gastroenterology 
Research and Practice

Parkinson’s Disease
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Evidence-Based 
Complementary and 
Alternative Medicine

Volume 2014
Hindawi Publishing Corporation
http://www.hindawi.com


